In a thoughtful mediation analysis, Walter and colleagues (1) have concluded that "[h]eight is an important explanatory factor for the excess risk for men [compared with women] for many shared-site cancers." In an early paper of ours (2), we had argued that because "several cancers, including those of the breast … as well as all cancers as a group, have been associated with height … the difference between men and women in the incidence of cancer of non-sexual organs could be accounted for by their relative mass or number of cells." An example at the extreme is breast cancer, which is much more frequent among women than men, as would be expected by the difference in mammary gland mass size between the two sexes (3). Walter and colleagues (1) also argue that "it is early exposure that influences both height and risk of cancers in adulthood" and that childhood insulin-like growth factor 1 (IGF-1) levels may be implicated. We had reached a similar conclusion, but we have also pointed to the intrauterine life as a critical period (2,3). Indeed, cord blood IGF-1 has been correlated with stem cell potential, much more so than steroid hormones (4), and both cord blood IGF-1 and stem cell potential are correlated with birth weight (5). Birth weight, in turn, is higher among boys than among girls and predicts both adult height (6) and overall (7) Longitudinal study of birthweight and the incidence of breast cancer in adulthood.
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It appears that what we have postulated (2) and what Walter and colleagues have elegantly documented (1) point to early life as a relevant period for carcinogenesis and represent a step toward our understanding of an important aspect of cancer etiology. Plausible mechanistic aspects of this web of causation have already been reported (4, 5) . However, as far as primary prevention is concerned, this particular aspect of cancer etiology remains, at present, all but intractable.
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